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Direct detection of labeled target hybridized to surface-bound probes is 
^^ ularl y. ad X an '?9 e ? us if the surf *ce contains a mosaic of different probes 
that are individually localized to discrete, known areas of the surface Such 
ordered arrays containing a large number of oligonucleotide probes havl" been 
developed as tools for high throughput analyses of genotype and gSne emission 

nuc?e?c C acids d bv hv^dizaf ^ * "c^gniz^uniqSeST 1 ^^^ 
?=™fh of y hvbr i dlz ati°n, and arrays can be designed to define specific 

target sequences, analyze gene expression patterns or identify specif ic allelic 
Zllann^ S \°T d , ifficu1 ^ in tha design of oligonucleotide arrlys is ghat 
oligonucleotides targeted to different regions of the same ginTtfn show larae 
differences m hybridization efficiency, presumably due at le^ in ! ^ ^%ho 
interplay between the secondary structures of the oligoAucLotiSes and tneir 
targets and the stability of the final probe/target hybridization product A 
method for predicting which oligonucleotides will sh ow detectable hvbridizaJion 

select potential antisense therapeutics, which are designed to modulate aene 
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JccordlSv ?hf :;r" n9 ? nd e ?«» d »r »«ucture constraints be™me slgnlf Snt 
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oligonucleotide array or antisense oligonucleotide design. 
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Normalization controls are oligonucleotide or other nucleic acid crobes that ar P 
complementary to labeled reference oligonucleotides or other nucleTc acid 
sequences that are added to the nucleic acid sample. The signals o^aiSed from 
S hS'"? 1 ™ 1 controls after hybridization provide a control for variations 
in hybridization conditions, label intensity, "reading" efficiencv and otW 

ffoFfll Sthef.roh^ demb e diment ' Signals fluorescen ce intensityT read 

rrom all other probes in the array are divided by the siqnal (e q fluorP^Pnr^ 
intensity) from the control probes thereby normalizing the measurement 
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Virtually any probe may serve as a normalization control. However it is 

^iSf^d^lffalg- 511 ^^ Var t 6S Wlth baS£ --Portion and probe 
of ?h» normalization probes are selected to reflect the averaqe lenqth 

of the other probes present in the array, however, they can be selected to 
a range of lengths. The normalizatiolTclSTtrol (s) can also be selected to ref?Ir? 
the (average) base composition of the other probes in thP a™ reflect 
preferred embodiment, only one or a few normalization" probes are Ssel and'theV 
nit " ~ry stru^^L 
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occurrences of their complementary sequence in other^regions of the saSe 
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